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EXHIBIT III 

Proposed Package Insert 



Adult an! P@~~r+?tnveno~ m~dandam hydrochloride has been associated whit mspirapsry depression and ms&etory arrest, especiailywhen usad 
hrwdatm In twmUl@J~ Care WtUIgS tn some casas, where thiswas not r&ngnimd pr~mpdy and treated effectively, daadt or hypoxic encephalapathy 
has resuhad.,!ntmVa~OUs mnlax$am hydrochladda should be nsad only in hospiral ,n smbumtory are sattings. including physiohms’ and dental offices. 
“at PmMde fir c[m~nu~us momt~rmg of rfmpimtury and cardiac iundoo. ie. pulse &mew Immediate avaifahiiii of rammciradve drugs and age- end 
slZ~aPPmP~taeqUlPm~tfDr ba~~V,(va~~nmdcVenttbitia~ and intubation. and pamoaner tminsd intkeirose and sfdilad in airway management shonld he 
assured (see ~ARNfNGSI. Par deeplY ssdatad pediatric patients. a dadicatad indfvfdasr. mftar tbsn the practitfonar performing the pmeedura. shouid 
l7mnrtar %a patmt tkrouqblmttha pracedmer 

The inrtlal intrWnI~Ussaso for sedatma in aduitpatiants may he ss linta ss 1 mg, btn shmdd not sxcsed 25 mg in a normal he&y aduit Lower doses 
are necss~arv mr.ojdsr War 60 yeam) or debiikatnd patients and in pat&s m&&tg ~mnmmkam narcotics or ather denttsl nervous system (CNSI 
depressants. The moml dose and ail su~nmtent doses should always be titrated slowlv: administer over at least 2 minutes and sflow an additional 2 or 
mom mfnutas IO fu~,evalusta the sedative effect The use of the 1 moJmL$mndatjon or dbatjon ofthe i mg/mt or5 mghnl formulation is recmnmended 
to facifite sfower mrecnqn Doses of sedstiva medicadons in padiatrfc padears mum b#ealctiamd on a,mg/kg basis, and inftial doses and all subsequent 
doses should ahvays be tdrstsd slowly. The iniial pediatric dose of midasniam for s-ads~sn/aaxi&is/amnesia is age, procedure, Ld route dapesdent 
Isae DOSAGE ANQ AD- TtDN for cnmplem dosing ipformationk 
Neooates: Midszolam bydmcblmide should not be administered by rapid inNerion inthe nemn& population Severe hypot&sioo and seizures have baen 
:ermtted follnwmg rsPld Iv ndroinistradnn. particularly with cancomitant usa offeatsnyi (sac GGGAGEAMO AGMlNfGlRA~ON for cnmpiete informadonL 

Midafolam hydrochioride is altar-sokrble bemodiazepine avaiiabls as a sterile, nonppgenic parentarsf dosage form for intravenous or intramuscular 
W~no. +hzi. contains mmdaxniam hydrochloride eguivalentto 1 m9 or 9 mg midazoiam compounded ti 0.8% sodium chloride- 
pllnrhe pH is 3 (2.5 to 3.51 and is adjusted with hydrochloric scid and. ii necessary, sodium hydroxide. 

1Midazolam is a qwhii !a li@ttyefl& crystnfline campound. insoluble in water. The hydmchiaride salt af midaxclam which is formed in s&n, is snlubie in 
fqOeOUS Sp!UtionS. ChemiC$N, midazolam HCI is 8-chlorob(2-~uompheoyitl-m~yl~Kimida~[lfa][l,4~benzo~iazepine hydmchinride. Midavoiam 
.~drochlonaa has tie chemmal formula CI~$XN~HC~. a calculated molacular weight of ~2.24 and t& following structural formula: 

in cardiac hemodynamic studies in adoft& IV induction of general anesthesia with midasolam hydrochloride was associated with a siighttm mcderafi 
decmsse in mean arterial praasura, cardiac output, stroke volume and systamic vasoubr resistauce Slow heart rates (less than 99fmhruIe~, Partmolar& 
In Patrents taking pmpranoiol for ansins. tended to rise stiihthl: faster heart mtas (ag.. G9/minuta) bnded to slow might@. In pedhic Pati+. a 

ComParmrm of IV midaznlam hvdrochloride f9GO m&g) with pmpofoi (25 mg&g) revealed a mean 15% dacraasa in sysmiic blood pressure in paUm!N 
who had reperked iV midaxoiamvs a mean 29% decrease in systolii hlaod pressurs foUowirtg prnpofot. 
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)rfidaamam’s eorivrtv is Pdmariiy due to me parent drug. Qlminatim oftbe parent drug rakes place via hepede metabolism of midemmm to hvdrme,mted 
mfZtabo6tes that ?re Conlugated and wretee in the urine. Su singiedose pharmacokinetie statuaim? invoivinq heatthy ad&s yield phamrecokjnadc 
perametem for mtdaaobtm m me foilowing ranges volume of distribution (Vd). 1.Q to 3.1 Ukg; elimination haif-lie, 1.8 m 6.4 hours (mean apmldmately 

3 hoursi: tOtal CtaamnCe (CII, 05 to 654 Uhrfkg. In a parallel group study, there was no difference in the clesrance.in subfeas administered a15 mgkg 
In=41 and 6.2 mg/kg fit=41 IV doses indicating linear tinedes. The deamnre was successively reduced by approximately 30% at doses of a43 ms/kq (&j 
and 6.6 mg/kg (n=51 indicating notiinear kinetics in this dose range. 
AbsorpPoa: The absoluta hioavaiiabilii of the intmmuacutar route was greater than 3q% in a moss-over ant&+ in which heehhv sub+e~m [n=t7) were. 
admmtarad a 7.5 m. IV or IM dosa The mean peak i;nncantradan (C,,,,~ and time to peak fTme~ following le IM dose was d ng/ti (20% CV) and 
IL3 hr ISO% ~4. C,,X or the I-hydroxy metabolite following the IM dose was 8 ng/mL (Tme&O hrL 9 

Fohowing \M admmn~stmtion. Cm, ior mid&tam and its l-bydmx-y metaboii were apprmdmetely one-ha6 of those achieved after intre~enous 
injection. 
GlsbibutirJor The vohtme of disnfimtion (Vd) determined fmm six singie-dose pharemcokinmic amdies imrolving beaktry ad& ranged fmm 1.6-2.7 Ukg. 
Female gender, old age, and obesity are associated with increased values of mrdaaalam Vd. In humans. midezolam has been shown to crossthe placenta 
and entr?r fntrI fatel mrculatum and has been detected in human milk and CSF {see CLINICAL HfAIfMACS~DSV. Special Pnpu&isns). 

In ad+ and children oloerman 1 year, aidazofam is apprtimatei~ 97% bound to ptasma protein. prfncipaily ariwmin. 
hS?teboll%‘~ !d wtre studies witi human liver micmsnmes indicate drar the biotranafonnadon of rnjdazoiam is mediatad by cytocbrrmte P466-3A4. ibis 
cytochroma also appears to be present in gastiintestinal tract .m~cusa as weif as liver. S~dy to sevemy percent af the biotrensformatinn prpducta is 
I-hydroxy-midazolam (aiao termed alpha-hydroxymidaaolamt ahim Chydroxymidazalam consti~as 6% or leas Smail amounts of a d6tydro~ derivedue 
have also been detected burnot mmntitied. The principal urinary excretbxr producra are glucumnide conjugates of tie hydmxylated derivedues. 

Drugs mat inhibit the activhy of cytocbrome f460-3A4 may inhibit midazoiam clearance and eievete steadysrate midazolam concenueticms 
Shldii of the intravenous admimatration of I-hydfaxy-miriazolam in humnna suggest thm I-hydm~midamlan is at least as potent es the parent 

compound and may contribum io the net pharmacologic activity of midazolam. lo vitro aNdies have demonstrated thatthe affinities of I- and 4-hydroxy- 
midazolam for the benrodiazepine receptor are approximately 26% and 7%. respectively, ralsdve to midazolam. 
&xor&m:Clearance of midazolem is reduced in assacmtion with old age, xngastive heart feiiurae. Tier disease (cirrhosis) or conditions which diminish 
cardiac output and hapatic blood Row. 

The principal urinary excretion pmduct is I-hydmxy-midazolam in the form oi a gluc&nida conjogaw snaiier amounts of rhe glucuronida conjugates of 
&hydrmy- and dihydmxy-@azolam are detmtd as wall The ammmt of midaaolam excreted unchanged in the mine after a single N doss is less than 6.6% 
(I& F&wing a single IV mfusion in 6 healthy voiuntaen; Xi% to 67% of the dose was excrated in the urine asl-hydroxymethyl midamlam conjugate --. -~ - ----. ---.-.--- ---~ -.- 
Pharrrraco&eti~com~UoUS imi&n:7he phannacokinetis prn6le of ntidazalam followinq continuooa infuaicm. beaed an 232 adult subjects, has heen 
shown to be similar to that following single-dose administmtion far subjects of comparable age. gender, body h&ii and health status Howevat 
midazolam can accumulate in peripheral timtess with continuooa infusion. The effects of ac~~molstion are greater after long-term irfusionk than after 
‘rhomen infusions. The affecta of ac.aumuiation can be reduced hy maintaining tie lowest midnamem,~infusion ratethatproduoee satisfactory sedation... 

Infrequent hypotansive episodes have occurred during continuous infusian:, however. neitherthe tie to onset northe duration oftha episode appeared 
to be related to piasma concentrations of midazolam or alpha-hydroxy-mrdazolam. Further, there does not appear to be an increased chance of 
ocmurence of a hvpottmaive episode with increased loading doses. 

Patienrs with renal impairment nay have ionger elimination haff+ives for midazoram(see CLINICAL pHA3MACOLOM. Specjel Pepoiatioest 6eeaL FaiiumL. 
Sperfel P~aiianr 
Changas in the phnrmacokinetic pmfiie of midawiam due to drug interactians. physiological veriables, etc., may result in changes in ‘tie alasma .’ 
concentration-time prrdila and oharmeco(ogicai response to midazotam in these patients. For example, pettents with acute ranai faiiure appear &have Q 
longer elimination hatf-life for niidazolam and mev exnerience delayed recovery (see CLINICALPHARMAlXLOsY., Special Popufetfeam Annill Failmel. In 
other glpups. the raladonship between prolonged ha&life and duration of effeot has nor been establffad. 
Pediatmx and Neona?es: in pedianic patients aged 1 year and aider. the phanacnkinetic properties following a sinqre dose of midatolam reported h 
10 sepamfe studies of midazolam era simiiar to those in aduh Weight-mnnefimd ciearanoe is similar or higher (6.19 to 6.66 Uhrlkgi than in adults and 
!he terminal elimination half-i& (a78 to 33 hours) is similar to or shorter than in adults. The pbaneacokinetic properties during and followinq crmtinuoua 
inTravenous infusion in pediatric patients in the aperating room as an adjnct to general anesthesia and in the intensive csre environment are similar to 
thaaa in adults 

in seriously iii neonates, however.me tarmhrai elknination haif-life of midazoiam issubstmitiatly prolonged (6Jito 126 hours) and the clearance reduced 
(0.07toO.l2Uhr/kg) compared to heahhyadubs or other groups of pediatric pabents !t cannot be delenninediithesediiferentesare due to age,immetore 
organ funcdon or metabalie pathways, underlying illness or debilii. 
Ub~serln a study comparinq normals (n=zOl and obese patients (n=ZOl the mean half-life was greater in the abase group (3.9 vs 23 hnl. ?&was due to 
an Increase of approximately 66% in the Vd cnrrected fortotal body weight Ths &arancewas not signifmandy different between.qmupa. 
Geriatric: in three parallel group studies, tbe phammcokbretics of midazolam administered IV or 1M were compared in young (mean age 29. n=32) and 
healthy elderly subjects (mean age 73, n=631. Pfasma half-life was approxheately two-fold higher in the elderly. The meen Vd based on total bodyweiqht 
increased consistently between 15% to 166% in dre elderly. The mean Cl decreased appmximataly 23% in the elderly in two soldies and was similar to 
tiat of the younger patients in the other. 
Cang.esfiva Hea/~Feilure: In psdenrs suffering from congestive heartfr&re,~drere appeared to be a wo-iold increase in the eiimiation half-life. a 26% 
decrease in the ptasma clearance and a 4U% iscraasa in the v&me of distnbudon of midazofan 
Hepark (osufEc&7cyrMidazolam pharrnacnkinetics were studied after an IV single dose (6673 mg/kg)was administered to 7 petient&b biopsy proven 
alcoholic cirrhosis and 8 cormor patients. The maan half-Tie of midazoiam increased 25fold in the alcoholic patisnta. Clearance was reduced by 30% and. 
the Vd increased bv 26%. in another study in 21 maie patientswith cirrhosis, without asohes and with imnnsl kidney function es determined by meatinine 
clearance. no changes in the pharmacnkinatica of midazolam or I-hydroxy-midazolam were observed when compared tp healthy indiiiduats. 
Renal Failurer Pmienrs with renal impairment may have longer eliminadon half-lives for midamlam and in matabofiis which nay result in stower recovery. 

Midazolam and I-hydroxy-midazolam pharmacotinetics in 6 XX pettents who developed acute renat failure (AM were compared with a normal rmmi 
function controt gnup. Mldazaiam wee administered as an hfunfunon (5 to 13 mg/hrL Midazolam clearance was reduced (12 vs 2.3 mUmiNkgl and me 
half-life’was prolonged (7.6 vs 13 hrJ in the ASF patients. The renal clearanca of the I-hydra~midazafam glucuronide was prolonged in the ASP group 
14~s 126 mUmin) and the halHide was pmlonged (12 hrvs ~26 hr). Plasma levels accumulated in all ARF patientsto aboutren times that of the parent drug. 
The relationship between accumulatinq metabolita leveis and pmlonged sedation is unc!ear. 

In a study of chrome renal failure patients (n=lR receiving a single IV dose. there was a two&id increase in the u!earance and volume of ditdbution 
but ffie half-life remained unchanged. Metabolite Isvets were net stodied. 
Plasma Coocenm&n&fact Reladonship; Concentration-effect relationships (after an !V dose) have been demonstratad for a verietyof 
pt?irmacadynem[c measures (eq. reaotiontbne. eye movement, sedation) and are esaaciated with extensive intersuitjecrvariahiiii. Lngtic regressron 
analysis ofsedat~on scores and steady-atate plasma concentration indicated that at piasma comentmtions greetarthaa 160 ng/mLthere was at least a 
56% probabiiiithat patients wouid he sedated, but respond m verbal cmmnands (sedation score = 3). At 260 nq/mLibere was at feast a 66% probabiTr 
ihat patients would be asleep. but respond to glabetlar tap (sedtion score =41. 
Drug hftmcfions:For information concerning pharmacnkinetic drug imamctions with midaaolam. see PRECAMTlOklS 

INDlCAnllNSANR USAGE 
Midazolam hydrochloride inieetlon is indicated 
- hrtmmusaulariy or intravenously for preoperative sedation/anxialysinesia: 
* mtravenoualy as an agentfor redstiodansiolysis/amneeia priorto or during diignostic, therapeutic or endosoopic pmcedures, such as bronchosco~. 

gastroacopy, ,~scopy, coronary anqiography, cardiac catheterization. oncology procadurea, radioioqic procedures. SuNre of lacerations and other 
procedures erttmr alone or in cambination with other CNS depressmtta: 

l intrauenousLy for induction of general anesthesia; hefore administration of other anesthetic agems. With the use of narcotic premedicatian. indUm’mn 
of anesthesia can be attained within a relatively narrow dose range and in a short penod of time. Intravenous midezoiam can alan be Usad aS a 
component of intravenous supplementation of nitroos oxide and oxygen (halanced anesthesia): 

* continuoue intravenous ibrfusion for sedation of imuhated and mechanicaiiv ventilated patiama es a comaonent of anesthesia or during treatment in e 
cfidcal cam aetdng. 
Miiazolam is assomatad widl a high iktcidence of pa& ru compleze impaicmencof recaii for the next severpI hours (see CLINICALPHARMACOL~~~ 
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WARNRlltiS 
,N~~CKO~%I hydmcbhide musr,amr be urni witker individualiiion d dDaqe pdcufar& ~fnm used with o&r amdi~~liam cap&de oi prede&g 
scntml wqmos system deprrman PrJer fa tJ!e inbavenola admJoistr&n oJ midozolam hydmebleride ia any dose. Hm immediate aveilabifirp ef m, 
meus~e dmgs. agr ad ke-ap~~ropda~e equipmud Jar b~lvefmaak -wiJetiw and ietebaho. and skiiled personeel Jar the meiaanmme of a 
parent aywy am! sltpfmt 4 watllation shoold be ensured Patieate should be ~ontiewusiy moaitnmd wiih some amdes of d&&en far aorfy sfgm of 
bypove?iIdaU~r atrwa” htnmtioct. P? aPaca. i.e.. pmlse mdmetty. Hlpmmetiladmt. ahway ubsttucrios, and apasa cam lead to hypmia arid/or cardiac anest 
udess eiieebve qo~~tancamret em Caken immadi~ly. Ihe immediate avaiiabtiity of spacifie ravarsal agents (fhmzmi) ishighly recommended. &tsl 
signs should cc~ljTnJ8 to jIe monitored during the recovery period. Because imrevenom? midazolam d&presses respiration (see CLlNfCAL i4lAtMAlXlLOGYl 
and because optold ?gonlsts and other sedadves can addtolhis depression, midazolmn should be administered as an inducdon ageotonly bye person trained 
in general snestkame,and shouid be used for sedationlanMysis/as/amnesia oeiy In the presence of parsonnel stifled in early detection of hypovendlstfon, 
mai!X$dng a. patent anway and suppordng ventilation. When Used for srdatien/eraie+i4emnesia&lezoiam skeuld efways be titrated s&My in adek or 
pedramc petlenh i\overse hamodynemic events have been reported in padiatdc patients with csrdfovascular instabiiity; rapid intravenous admimstmtion 
should also be avoided in this popuiadon. See DOSAGE AND AOMlNISll?AllON for complete inkxmation 

Serious csrdiorespiratory adverse events have occurred after administration of midazolam. Tkese have inc!Uded respiratory depression, airway 
ohsoucbon. oxygen desaturation. apnea. respiratory arrest and/or cardiac arrest sometimes resuidog in de& or permanent neumfogic iniury. There . 
bay! a!so been rare reports of bypotensive epimdes requiring treatment during or after diagnostic or surgical manipuletiooe particularly in adult or 
pematrt~ patmnte with h~modynamic instability. Hyporension occurred more frequently in tie sedation studies in patients premeditated ti a narcotic. 

Reacbons mjcn as agltatfon. involuntary movements {includii iunic/dtic movementS and muscle tremor), hyperactivity and comfmtiveness have 
been reported m both adult and pediatric patients. These re&ons may be due to inadequate or axcassfve dosing or improper administredon of mid&am 
hydrochloride: however, consideration should be giventa the possibility of cerebral hypoxia ortrue peradoxical reactions. Should such reactions occu& 
th.e response m each dose of midazolam hydrochloride and ail other drugs, including local anestltetics. should he evaluated before proceeding. Aeverxal 

-- ot such resoonses with ffumazenil has been reported in pediatric patient% 
tonconntant use of barbiirates. aicohol or otkar central nervous system depressan& may i&&&e the risk of hypoventflation. airwa~oh%%%------~~--- 

desaturation, or apnea and may contnfute to profound and/or prolonged drug effea. Narcotic premeditation also depresses the vendiatary respdnse to 
carboo dioxide sdmulaiion. 

Higher risk adult and pediauic surgfcal patients, elderly patie&s and debilitated adult and padiaoic patients require lower dosages,whe@er or not 
concomitant sedating medications have been administerad. Aduit or pediatric patients with COP0 are unusuaky sensitive to tke respiratory depressant 
effsct of mrd@am hydrochloride. Pediatric and adurt patients undergoing procedures involving the Upper airway such as uoper endoseopy ir denlal 
care. are parbculariy vulnerable to episodes oi desatureticn and hypoventilation due To partial airway obstruction. Adult and ped!auic patients with 
chrpnic renal faflure.and patients with congestive heart faibre eliminate midazclam more slowfy (see CUNfC.Rt PHARMACOJ.OGYI. Because eiderfy 
patients frequent& have inefficient function of one or mars organ systems anti because dosage requirements have bean shown m decrease with age, 
reduced initial dosage of midazolam hydrochloride is recommended. and the poufbilff of profound andlor prolonged effect should he considered. 

Inietiable midazoimn skoukl nothe administeredro adoit or pediatric patients in shocfc or coma. or in acute alcohol intcxication witk depression ofvital 
signs. Partfcular cam should be exercised in the use of intravenous midazofem in aduh or pediatric padents whh uncompensated acUte illnesses. such 
as severe fluid or electrolyte disturbances. 

There have been limited reports of intra-arterial injection of midamlam hydmchlotide. Adverse events haveinc!uded focal reactmnsasweil as is&ted 
reports of seizure acdvity in which no clear causal relationship was established. Precautions against unintended intra-arterial injecdon should be taken. 
lfstrivssarion should aiso be avoided. 

rtie safety and efficacy of midazolam following no&ravenous and nonintramuscular routes of adminisuation have not been estahliihed. ~idszalaro 
hydrochloride should only be administered inuamlrscuiarly or intravenously. 

The decision as to when patients who have received injectable midszoiam. partfcularfycn so outpatient basis. may again engage in activities requrring 
complete mentel alertness, operate hazardous machimely or drive a motor vehicle must be individual&d. Gross testa of recovery from the effects of 
midazolam (see CJINJCAL FlfMKklJKULPGYl cannot he relied upon to predict reamion dme under stress. It is recommended fiat no patient operate 
hazardous machinery or a motorvehicfe until the effectsoftke dmg. such as drowsiness. have subsided or Until one full day after anesthesia and surge% 
whichever is !onger. For pediatric patients, particular cam should be taken to sssure safe ambulation. 
Usage in PregoanckAn increased risk of ooegenitaf mslforetations associated with the use oJhemodi&pinc drugs ldiazepam and cblmdiasepoxide~ 
has been suggested in several atudfes. II tkis drug is mad during pregnancy, dm patient should be apprised of tfw patentfai hazard to tke telux 

Withdrawal symptoms of the barbiturate type have occurred afterrtle diiscontiouatfon of benzodfazepinas (see DRUG ABUSE AND OEPENO~CE sactionl. 
we fn Preterm InfaalsdodNeonetes~ Aapid iniection should be avoidedin the neonatal population. iMidazolam hydrochloride administered rapidly as 
an mfravenous iniecdon (less tkan 2 minutesi has been associated wim severe hypotension in neonates. particularly when tke patient has also received 
fentanyL Likewise. severe kypotansioo has been observed in neonates receiving a contfnuousinfusfon of midamlamwho tien receivs a rapid intravenws 
iniection of fentsnyl. Seizures h 

Thhe neonate afso has educe 

fiese4 inQauenous doses of mid&am hydrocklmida shnuid be decreased far elderly and for dehiitiatad patients (sac WARNJN6S aad DOSAGE AND 
AMNfSIRATfONI. These patientswiif afsa pmbabiy take lonqertc recover complataiy&r midazalam administration fortbe induction of anastbesi& 

Midazokm does not protect against the increase in inuacreniai pressure ar.againnzha heart rate rise and/or blood pr.essure rise associated with 
endoimcheai intubation under light general anesthesia. 
lLre wilh 0UrerGUSLLeprmaaczTke efffcacy andsafe~ofmfdatoiam in clinicaluse arefunctionsoftke dose admini&ed.the dinical saiusoftheindividuol 
patient and the usa of concamitantmedications capable ofdepressfngthe CNS.Aatfcipstsd effects range from miid sedadon to daep IeveIs ui sedation virmaih) 
equivalent to a state of ganeral anesthesia where the patisat may require extemrd support of vita1 funtions Care must be taken to individueiiae and carefully 
titrate the dase of midaxofms hydrochloride to the patient’s underlying medicailsoqicai conditions. administer to the dasbed effist being certain to Hait an 
adepuate time for peak CNS effects of bath midamiam kydrochlaride and concomitant medicationa. and have Ca personnel awl sfze-appropriate ewioo’mot and 
taotides available ,$I monitoring and interxntion (see Based WARNING, WARNIMiS and OOSAIJE AND ADMllYlSTRRnON sections~. Practidonms 
administering midazofsm hydrochloride must have Qe skiis necessary to manage .reasoaabiy fareseeabla adverse effects, pardculariy SkiUs in akw$y 
nvmagemeot For information regarding withdrawal sea IlfiUfi ABUSE ANO IlEPENDBvCE sectian 
Mnm&a fwf%fmrsTo assure sefe and effectfve use of benrodiazepines. the following bxforrnetinn and instructions should be communicatad to the 
psderrtwken approprfatez 
I. Inform your physician about anyakohci consumption and medicine you are nowtaking, especially htood pressore medication and antibiotics. including 

drugs you buy without a prescription. Alcohol has an increased effect w31en consumed whh kenzodiiines: therefore. caution should be exerckmd 
regarding simuiraneaus btgestfon of alcohol durfng bwuodiipine treauoem. 

2 loform your physician if you are pregnant or are planning to become pregnant 
3 Inform your physfcian ifyou are nursing. 
4. Pati+s should he informed of the pharmacological effects of midazohm. such as sedation end amnesia, which $ some patienta may he profound. me 

decl?;lon sat0 when patientswho have received injectable midezofam hydrochloride. pardcukriy on an outpatient basis. may again engage in act%ides 
recWtnng complete mental alerrness aperata kezardo~s machinery or drive a motor vehicle must be ‘mdividuaiid. 

5. Patients receiving continuous infusion of midazoiam in crhfcat care senings over an extended period of time, may experience symptoms of withdrawal 
following abmptdiicondnuatioo. 

Drrrn fnteaclrbns The sedative effect of intravenaus nddazoiem is accentuated by any coneomitantfy adminissred medication, w&k depr- the 
central nervous system, jmrdculariy narcotics le.%.. morphine. meperidfms and fentanylI and aisa secoimrfdtel and dmperidoi. Cons~uentti, the dosage 
of midszolam shouid be m&ted according to Ihe type and amount of concomftant medications administered and tie desired cfhticsl reylonsa (see .---_ 
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Caudon is advised when midazcdsttt ia administered concomitantly wnh drugs that are hawe ta inhibit tie P460-3A.s enzyme systenr at& as cimeddjm+ 

btar ranitidinel, eryUtramycin. diitiazem. verapamii, kemcneazole an0 iuecona.?ule. These dyg interactions may result in pmkmged sedatjon due to a 
decrease in plasma oteatance of midaaciam. 

The @ffecf of singie oral doses of @iI mg cimetidiie andYIf mg ranitidine an stesoy-state concentrations uf midaaoiem we examined bt a nndom&ed 
cmssrlver StUdy in=81. Csnetidine inc:eased the mean midazoiam steady-state oncenhutian from 5’ to 71 m&L Gd’nitidihe incraeaed the mean 
steadv-sta~. mmmxration to 62 ng/mL No change in choice reaction time or sedation inaes was detected after dosing with tke ff2 receptor antagonists, 

in a piecannconvnlted study. eryttunmycin administered as a 5DD mg dose, rid. for 1 week In+, n&cud the c!eurance of midazoiamfnilowfng a single 
0.5 mgrkg IV dose. The haif-life was approximateiy doubled 

The @ffecB of diltiazem iED my tid) and venpamii Bl mg tidl on the pharmecoidnedcs and pharmacadynamicr oi midazoiam were inmstigated in a 
three-way orossow+r sttrdy in=gI. The haif-Zfe of midazolam increased from 5 to 7 hours when midazoiem was taken in conjunction with verapamd er 
dihiarem. Nq mtenctinn was observed in heaithy auhiects between midazolam and nifedipine. 

A md%ate redutian in induction dcsage requiremanta of thiopan~~l isbnut 15%) has been itmod fafiawing use of iouamescular mtdaaalem 
hydrochloride for premeditation in aduits 

The inqevenaus adminmtxarian of midazaiam hydrachhride demeeses the ndnbnum alveolar concamtatk~n (MAC) of hoknhane required for general 
anesthesta. This qenease cmreiatss with the dose of midazohm hydrachiorida administered: no similar studies have been canted out in pediamc 
patterns hut mere IS na sciemiffc reason tn e%pecs f&et peoiauie patienta wwid respond differendy than adults. 

@hoogh,the pU$d)iiy of minor inferactive effects has not been f&studied. ;nidazolam and pancuronium hava been used mgether in petienrswithouf 
notmg dmmelly slgnntcam changes in dosage. onset or duration in adults. Midaacism hydrochloride does not prmect agains the characteristic 
cucuiatoty changes noted after administration orsuccinylcboiine or pancurcnium and does not orotact aqaimttha increased intracranial pressure noted 
fobawing administradoi, of sucmnylchoiina Midarclam does not oause a elinicallysignif7csnt change indosage. onset or duration of a singie intebeting 
dose of succinyicholins: no similar studies have been carried out in pediatric padants but there is no scientific reason to axpectthet pediatric patients 
wmdd resoond diimentiy than adults. 

No significant adverse interations wirh cnmmonh/ used premeditations or druQausad dUri!IQ anesthesia and surgery (including etropiea, scop&mine, 
glycopvnoiate. $azqpam. bdraxvzine. d-tu)ocurerine. succinvlchoiine and other nondepolariig muscle reiaxants) sr topical local anesthetics 
(including lidocame. !@naine lf!X,and ~ctacame~ have hesn ohsenma in aduits or pediamc patients. in neonates, hawevq severe hypotenskm has been 
rwpormd wti C~aCMlltmn admm!@aIam, of fenta8Ivl. ;his effect has been observed ia neonates on an infusion of midazalam who received a rapid 
rniection of fentanyl and in patients an an mfusimt of fentanyi who have received a rapid injection of midaaolam. 

wmg/Za&retiry Tbetln~&n.vzMidmciam has not been shown to interfere with results obtained in clinical laboratoryteats. 
tiimJtJe!mSia* ~Uras~esis ~~a~~aet d f&f& Carcinogenesis !&azaiam mdeate was adminisxered with diet in mice and rats f& 2 years at 
dosages of 1.9 and 81 rug/kg/day. In female mice in the highest dose group there was a marked increase in the incidence of hepatic tumors In high-dose 
mate rata therewaa a smab but stminiCeby significant increaae in benign thyroid fulgcular ceil Nmars. Dosages of 9 mrjkgiday of midazolam maieate 
125 times a human dose of 0.35 ms/kg) do not increase the incidence oftumors. Thepatbogenesis of induction ofmesa tumors is not knawn. These tumora 
were found after chronic adminiezraxion. witeroas human use wiil ordinarily be of single or several doses. 

.-~ MUmgermsis ~idaznlam did nat have mutagenic aftiviry in Salmonella typhimmiwn (5 bacteriai snxins). Chinese hamster lunq ceils iV73l. humans 
lVq)mCytes or m !?a micrsnucleus tea7 in mice 
Ir?parrmenfor fir?r/r~A reproduction study in male and female rats did not show any impairment of fe~niiii at dosages up m lUtbm?s the human IV dose 

~~%%xotoqenic Effects: Preeqnancy Caiegory D (see WAGNINGSL 
SeQmenr II teratology studies. performed with midazolam maleate iniectahiu in rabbits and rats dt 5 and 10 times ffie human duea af (1.35 &kg, did not 
show evidence oitetamgeoic&y. 
Noorer~mgenic Effects: Studies in rats showed no adverse effects on reproduc6ve parameters during gestation and lactation Dosages tested were 
approximately 10 times tie human dose of 0.35 mq/kg. , 

rj@rand Ileliwy: In humans. msasurahie levels of midamiam were found in maternal vem~ua scram. umbificel venous and arterial serum and amniotic 
fited. indicating piacanrai wnsfer af the drug. following intmmuscular admmiatration nf Q.05 mg/kQ of nidazolam, both the venous and the umbilical 
arteriei eewm concsoimtiooewera lower than maternal concentrations, 

The use of injectable midazolem in absteirics has nnt been eveiuatcd in clinical studies. Because midazolain is aansfened usnsolaceotally and 
because other 
obsteuical use. 

benzodiazegines g&n in the last weeks of pregnancy have resulted in neonatal CNS depreeaion. midaaofam is not reoommended for 

~+rgqMosfmrsr.Uidazniam is axcrated io human milk Caution should be exercised when midazolem hydrochloride is administared to a nursing woman. 
Pedra#rc UexThe safely and efficec~ of midazolem for sedetian/enxiolysis/emnesia following single dose intramuscular administration. intravenausiy by 
intermittent injections anti continuous infusion have been astebiished in pediatric and neone6i patients. For specific safety manimring and dosage 
gutdelines see Goxad WARNING. CUNICAL PHARMAMLtYGY. lNI7iCAYlONS ANG USAGE, WARNINGS. PREE~UT~IJN$ ADVERSE RGACTIGNS. 
OVEGDOSAGE and UOSAEE ANG ADMlNl5lGATlGN sedimts. UNUM AIIULT PATIENTS. PEillATRlC PAXENTS GENERAUY RECEIVE IMCKEMENTS OF 
MlD@XAM ON A INS/KG i3ASI.T As a group. pediatric patients generally require higher dosages of midazolam (m@g) then do adulta. Younger (&.a 
then SIX years1 pediattic patients may require higher dosages fmg/kgl man alder pediatric patients. and may require closer monitoring. In obese 
PEIXATRIC PATIENTS. the dose should be calculated based an idea1 bodyweight. When midazoiam is given in conkmcfion with opioids or other sedatives. 
tie potential.for respirator-y deprwion airway chstrucdon. or hypovantilatinn is inmeaaed. Xx heaith care practitioner wno uses this medication in 
pedretric pattentsrhooid he aware of and follow accepted professional guidelines for pediatric sedation appropriate tn their situation. 

Midazolam,hydrnchloride shoutd not he administered hy rapid injetimt in the neonatei poputation. Severe hypntension and seizures have been reportti 
following reprd IV administration. parthadariy, with concomiraotuee of fmtanyl. 
Geriatric Usr Because geriatric patients may have altered drug distribution and diminished hepatic and/or renal function. reduced dosea of mideznlam 
are recommended. Intravenous and intramuscular midezoiam should be decreased for eideriy and for dsbiiitated patients (see WAGNINGS and DOSAGE 
AND ADNGN!SfSATlGNl and subjects over 70 years of age may be particularly sensitive. These patients wilt a$u probably take lohger to recover 
completely atter midazoiam administration for the induction of anesthesia. Administration of IM and IV rnidazolam to elderiy and/or high risk surgical 
petisnts has been associated with rare reports af death under circumstances campatible with cardicrespiraTory depressinn. In most of these cases. the 
oatiems also received other cer~~~ei nervous system depressams capable of depressing respiratioo. eepeciaiiy narcotics lees DOSAGE ANIJ 
ADMINISlNATiON). 

Specific dosing and manitoring guidelines for geriatric patients are provided in the DOSAGE AND AllMlNISiRATTInN section for premediceted patients 
for sedetinn/ankioiyais/amnesia foilowing IV and IM adnanistmdon, mr induction of anesthesia following IV adminiatretinn and for Cominuous infusion. 

AUVEfSE RMi-lOiYS 
b 

See WASNINGS concerning wiaus cardicrempiretory eveate and possible paradoxical reaaiom. Fluctuations in viz9 signs were the most fraquemfy 
se% &dings foiiawmg parentmel administration of midazoiam in adub and includes decreased tidal volume and/m respiratory rate decrease KU% of 
paneota followins 1V and 10.8% of paheets following IM adminisbationl and apnea (15.4% of putientsfollnwinq IV admbdahationl. as weil as variations jn 
blood pressure and pulse rete. The fflajoriq of serious adverse effects. particularlYthose associeted with oxygenation andventilation. have been reamted 
]~hen mei.azoiam hydrochloride is administered with ~ermadicmions capable of depressing the central nervmra qerem. The inddeoee of au& ewete 
B b~gherm patieetsuodergeiogprocedunw inMiviltgrbeai~withoutthepro(ective &edefan eadetracheai brbe.a.g.. upperendoscap~ aed denCat 
procedures. 
A&r&The foilowing add&ional adverse reactions were raported after intmmuscular administration: 

headache K36m) local er%ccs arIM irf&tfm sire 
-pain I37%) 
mdoratinn (05%) 
redness tO.5%) 
mcscla stiffness Ccu%i 

Administration of IM midazoiam hvdmchioride to elderly and/m higher risk sec~icsi patieots has heen associated with rare reports of de& under 
circumstancss compatible $witb cerdioraspiretory depression. In most of these cases. the patients aleo received other central nervous system 
depressants capable of da~ressing respiration, especially narcotics (see t~t~saGE ANO ADMlNIs[RATION\ 

The fallaving additional adverse reactions wsre reported subaequerrtte ihttravenaus edaiaisuation as a single seda&e/ansiolyric/amnestic aqemin adsl patienix 
hiccoughs B.9961 Local cfbcrs a the IV site 
nausea 128%) 
vcmidng rm!lt 

tendemw 196%) 

CPughiag 11.3%) 
pain daring in@tion (50%) 

“wersedadon” l1.6%1 
redness (26%) 
indnradnn tl.l?!J 

headache (1.5%) 
drowsiness il.2%) 

.__. 7:-.. ,.__ ._, 
phlebms {0;4%) 
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Padiafti~ Pa&&The following adverse events relet& to me use of IV midamlam hydrachtotide in pedietdc patients were reported in tim med&f 
!teraWe: d8saturaaoo WG, mnea if% n~otension 27%. paraooafcal reactions LO%. hiccough 1.2 96. seizure-like activity 1.1% and nymagmua 11% 
i’he m+iiv of airway-related eventa occurred in patients recatiag other CNS &ores&g medications and in patients where midaz&m was not.&ed 
as a smgle sedating agent 
Nwnatasz Far infDnatfon concerning hypotensive episodes and satires following the administra~on of midazolam~hydroehkxfde to neonates, sea 
3owd WARNING. C5NIRIUNlXCATI5NS. WARNINGS and PREc&UTlONS se&m 

Otheradverse experiences. obsewedmainlyfoifewing IVinjeodon asasingiesedative/anxialyddamnesiaagentandoccuning atan incidence ofcf.Il% 
in adult and pediatric aadents. are as follawsl 
RespiratW’ hyw&wn, honchospasm. dyspnee. hypenremiiation. ‘“heezing. shallow respirati&s;ahwey ahstr&on, tachrpaea 
&?fiovassUlar: 8lgend~,?remature ventricular contmctions, vaaovagai episode. bradycardia, tachycardia, nodal rhythm 
Gasnairdasinal: Acid taste, excessive saiivation. renting 
CnrSmreummu.@a~ R%oo,mde amnesia, suphona. hallucination. canfusion, argumenmtivensss, ne~musness, an*iety. gmqgineas, r&kssneas, 
ememence dalmum or s@taIlon. prolonged emergence from anesthesia, dreaming during emergence. sleep disturbance. !nsomnia. nightmares, athetoid 
mav~enti. re@tre-~ike a*$, staxia. dimness. dysphoria! slurred speech, &aphonia, paresthesia 
Spaam Serxzsz 8Luned vtsmn. diplopia. nystagmus. pinpomt pupils. cyclic movements of eyelids. ‘vbual disturbance. dicuity focusing eyes, sacs 
Mm&d, !ass of b.amnce, fight-headaanen 

I 
L 

lnttwmenrary: Hwe-like ebwation at iniectbm site. swelling or feeling of horning. warmth or coidness at injecri~l site 
Hy~.w’sensit+@Atlargic reactions inojudmg anaphylactoid reactfons, hives, rash. prurhus 
~tScalfane~u~%Wdng, !&%gy. cMlls. weakness.tnotheche, faintfeeling, hematoma 

DRUG ABUSE AND OEpfnrouvCE 
~Midazolam is subject To Schsdule IV conuol under !hs bntroiied Suhstaricas Act of 1970. 

Uidazolam was, act~ely self~administared in primate models II& ta assess the positive reinforcing effects of psychoactive drugs. ~- - -. .- -- -- - -’ 
iMida+am prco~ca~ Physical dependence of a miid to moderate intmmby in cynomorgus monkeys atier 5 to 10 we&a of administrstion Avaiiahie dam 

concam:ngfhe dreg aouse end dependence potamial of midazolam suggestthat its abuse potential ia at least aqubmlrm to that of diazepam. 
W&dtaw+.symploms. simdar in cbaraster to those noted with barbiturates and alcohol (coewdsians. hallucinations, tremor abdominal and muscle 

crantps, vom$g and sweatiagt, have acourrsd foilowing abrupt discontinuation of henmdiazagines, including midazolam Abd&inal distention. nausea. 
vorpmng, ana tachyca@a art? prominent s-ymptow of withdrawal in infants. The more severe withdrawal mptoms have usually base limited to dmse 
pat!entawho had recened excessive doses ovm an e.xtanded period of time. Generally miidarwhhdrawel symptoms(e.g, dysphoria and insomnia) have 
been repmteo lollewmg abrupt discontinuance of benzodiarepmes taken combmcus(y at therapeatic levels for several montks. ConseouentQ after 
m+ded,theraoy. abrupt distontinuation should general& be avoided and a graduat dosage tapering schedule followed There is no consensus’i~ the 
medIcal bte~ture regarding tapering schedules. therefore, pracdtianers are advised to indiiiduatiza therapy to meet patient’s needs. in some case 
renoRs. pabfmts who have had severe withdrawal reactions due m abrupt discontinuation of high-dose long-ten midazolam. have been suctwiuily 
weaned off 03 mtdamtam over a period of several davs. 

DVERoOSdGE 
The m+ft+@ms of mida+am overdosaae reported are similar to those obsemed with other bemadiazephxea in&ding sedmion. somnoleoce, 
confusion. ImPaIred coordinsaon, diminished refieses, coma and untoward effects on vital signs. No evidance of spa& organ foxicftyfrom midamlam 
hvdrochloride werdnsaae has been rennrred 
tiaabnent of Overd’osa&: Treatment of injectsble midazolam averdosage is the same as mat followed for ova&sage with other henzodiazepines. 
Regpiratian. pu!se rate and blood pressure should be monitored and general supportive measures should he employed. Attention should be #iwee to the 
marntena~ce ot a Patent airway and support of ventiiatiw. iociudircg administmtion oi oxygen. An inueveflous infusion should be started. Should 
~v~otenslon develop, treatment may inc!ude intravenous fluid rherapy, repositioning. judicious use ofvasopreuors appropriate to the clinical akuatian. if 
mdrca?ed. and other appmpriate caunrermeasures. There is no information as m wiwber peritoneal dialysis, forced diureais or hemodiaiysis are of any 
vabm m tie treatment of midazoiam overdosage. 

Fiemazenii. a specific benzooiazepine-receptor antagonist. is indicatid for the compiete or aartial reversal of the sedative effects of benzodiazepines 
and may be used in situetians when an overdose with a benzodiaiepine is known or mmpe&ttd. Tnare are anecdotal reports of reversal of adverse 
hemooynamic nsponses associated with midezolam hydrocnloride following administration offlumazenil to pediatric patfeflts. Prior to Be administration 
of flumazeml. necessary measures shouid be instituted to secure de airway, assure adequate ventifatbm. and establish adequate intravenous access. 
Fiumazenii is intended as in adjunctto, not as a substitute far. Proper management oi benzodiazepine overdose. Patients treated with fittmezenil should 
be monitored for resedation. respiramry depression and other residual benzodiazepine effects for an appropriate period after treatment Remazeeif wGl 
oniy ye-e beesediazepiae-iedeced &acts bmwiii em revetse the sGe& oi otbu camxmdtaat medicatienr The reversal of hemodiazepine &x:.x 
may be qssociated ‘with the onset of seizures in certain high-risk patients The preseriher shrufd be aware of a risk of seizure in assafiadan wi+h 
!hueajeml treatment. partfcalarly in long-lerm bmcmdia;repine users and ie cyclic aetidepmssaet overdose. The complete flumazenil package insert 
cmc!udmg CONTKAINOKATKlNS. WARMINES and PRECAUTIONS. shauki be cnnsutted prier to use. 

DOSAGE AN5 A5MlNlSTRATl5N 
Midamlam h@achlaride inisotias is a potent sedative agent that requires slow a&tfaistratien aad individusfiMoa of dosage. fXnica1 expeiieace 
has shown mldamiam bydrachlorida to be 3 to 4 times as pet& per ag as diazapam. BECAUSE SERIOUS AND Uf?2iiRFATENlNG 
CAR5lORESPlRATO3Y ADVESSE EVENTS NAVE BEEN GSP5GTEB. PRllVlSIN F5R M5NlTOUlN4 5FIEenPN AN5 IXSUECIION OFTHESE REACTIONS 
MUST BE MADE F5R EYEBY PATIENT 75 WHOP MI5AZOtAb7 ~~YDGOCSL~KIDE INJECTNIN IS MMNNIS?E8!3. REGARDlESS 5F A6G 5R HEALTG 

Re+ions such as agitation. involuntary movemenra, hyperactivity and combaiiveness have been reported in adultaed pediatric patieets. Should such 
reatnons occur. caution shouid he exercised before continuing admmistration of midazolam hydrocbtoride Isee WAGNINGS). 

Midaznlam hydrochloride Pjection should on& be administered IM or IV [see WAsrUlNGS). 
Care should be taken to avoid inua-arterial injection or estravasatian (see WABNINGSL. 
Ui+zaiam Hydmchlwide fniection may he mixed in the same syringe whh thefnll&btg frequent+tsed prem&ications:~morphine s&&e. meperidine. 

atroprna sulfate or scopolamine. Midazolem. at a concerrhation of 0.5 m&d. is compatible with 5% demnse in watsr and 0.9% sodium chloride for up to 
24 hours and with lamed Ringer’s solution for ua to 4 hours. 80th the 1 mPlmL and 5 malmlforrnelations of midazolam mav be diluted with US% sodium 
chloride or5% demose in watar. 
~l!@R&‘Jfi: Patient response to sedative agents, and resuitant respifafo~ satus, is variaale. Regardless of the intended level of sedation or route of 
adrm~lsu$on~ sedation is a continuuill; a patient may move easily from lightto deep sedation. wiM petantial II+ of protacthm r&exas. Thins is especially 
m1e m pedmtrm padeats. Sedative doses should be individually titrated, taking iam scco~~)t patient age. clinical status and cnncnmftaat use of other CNS 
depressants. Continuous monitoring of respirstory and card&c function is teqeired (i.e. pulse mimetry). 
Adults and Pediabics: Sedation guidelines recommend a ear&d presadatiaa hiily m detemiine how a p&et’s underlying medlcal conditions or 
cwxmitant nwdiiations might affecttheir responsa te sedationlanalgesis BS well as a phvsicai examination in&Iii a focused axaminatfan ofdw 
airway for abnermaiies. Futier recmnmandarions iecfude appmptita presadatioa fasring. 

Rratioa to effect with muliipfe small.dases is eswmtial for safe administradoa It should be noted that adequate time 51 achieve peak caatral nervmts 
svstem effect 13ta 5 minutes) fof midazolem should be ailowed between doses to minimize the potential fur aversedation. Sufficient time must elapse 
between doses of concamitant sedative medications to aiIowtbe effect of aach dose ta he assessed betore s&sequsnt drug edmiiadeo. Thai is an 
imooltant cnnsiderarian inr 2li n*rianfi whn r*c*ivp i-m-n**= mi&a*nhm .___- -..- ..__ -..-.-;.--- , - .  _ . .  .  .  . . -  .-__ . - - .  . . “ “ . - - . “ “ ”  , , , .  - _ “ . “ . . *  
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&! of reseamtat~ve drugs and age- end size-apprqwiata equipment and personnel lrained in their use and skilled in aiww 
men?g~mem snoem oe assured {sea WAGNINGS). 
P.darmcs:Far deeply sedated pediic patienzs a dedicated individual, other Man the practitioner petfarming the pmcedure. should monitor the patient.. 
~mmuahoutthe armeda#. 

hIUaVwtiU.S acreas is nattboughtfa be necessary for all pediaoic patients sedated far a~diagnemfc or therap&dr: procedure because in some CeSeS 
ihe difficuf@ of gaining IV access watld defeat the pu~ose of sedating the chid.; rather. amghasis shodd be placed upon having the intravenous 
equipment available and a pracdtioner skilled in estabfirhmg vasutler access in pedmtric patients inmtediatafy availdde 
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INlRA&4USCULARLY 

For pr.WPCMiVe sedation/ 

anxi~Iysisiamnesia linduction of 
sieeptiess or drwsineas end redof 
Of 3~prdlePsiOn and to impair 
mamory of penopertaiv~ Wems). 

For illrramusoular usa. midazolam 
hydrochloride zhnuld be injected 
deep in a !argemusr:e mass. 

1NTRAVENOUSLY 

Sedatioolan*iolysbJamnesia for 
prOcedUreS (See INDICATIONS AND 
USAGE]: Narentir. premeditation 
results In less wiability in patient 
response and a reduction in dosage 
of nidazolam Far 
procedures. the “se rz 
appropriate Iopical aneslhetic is 
recommended. Fur bmnchascqk 
pratxdureg. $a use of narcotic 
premedicatron D recommended. 

Mfdazotam hydrochloride 1 mq/mL 
._ -_ formulation is recommended for 

sedationianrioivsi~a~aa~ for 
procedures to iaciiitate . slower 
$iection. BOIII the 1 mg/mL and &a 
5 sgImL fan-m&ions may be diluted 
wide 03% sodium chloride or 5% 
dazuose in watar. 

Induction nf Anesthesia: 

Far induction of general anesthesia, 
before adminisuotion of other 
anestlletic agents. 

iniectalde midatolam hvdmchlaride 
C&I alsa be usad during riraintenance 
of anesthesia. for surgical 
procedures. as a comgrm;ariti; 
balanced anesthesia. 
narcnnc premeditation is eepeciaify 
rewnmended in such cases. 

. 

-. -- . 

, 1 

?a ~ecommanded premedicadon dose of midazoiam for good risk (ASA Physicai Status i d II) ad& pat&s 
ndow Ibe age of 6D years is am ‘SO.08 m&g 1M iapproximateiy 5 mg !MJ administarea up to 1 hour before 
surgwy. 
Zte dose mast ha inoividuaiiied and reduced when IM midazobm is administered to patienrs with cbmnic 
abSrmcPYe O~@KUV disaase. miter higher al: surgical patientr. patients 60 or owe years of age. and pstiems 
wnp have recwed concamitam nartxtics or other CNS deprewants f&e AOVEKSE RulCRONSL In a snrdy of 
panents 61) years or older. who did not recmve concamham admmistradon of narcotics. 2 to 3 mg 
lLlO2 !n 0.05 mslkQi of midazoiam pmduced adequate sedaaon during the preoperative period. Tha dose of 1 mg 
IM midazolam h@chlmide may suifica for some older patients if the amicipatad intensity and duration at 
s$danonisle~ wmcal. Aswhhanypntendal r~~iram~ddepres~ammesepatiennrequireobservarianlorsiqns 
ot cardioresp!ratmy depression after tscetig IM midazolam 

Onset i within 15 minutes. peaking r 30 ta 80 minutes. If can be administered concamitantiy with atmpine 
sulfate or scnpoiamine hydrochioride and reduced doses of narcmfcs. 

When used for sedadon(anxiolysjs/as/amnesia far P procedure, dosage must be individualized and titrated. 
iMidazolam bydrochlarrde snould always be titiatad slowhl: administer over at least 2 minutes and allow an 
sddiionai!? or more minutes to futfy evsluata the sedative aff&t. lodffnal response will varywith age. physical 
status and concom~hant, medications, but may also vary independent of these factors. (See WARNIMGS 
cm~carmng cardmclrespsamry anesdairway obstmcdctihypaveodrtilation) 

1. Healmy Adults hWaw! the Age af Get Titrate slowiq fa the desired effect, e.g., the initiation of slurred speech. -. 
hw ?nien~ may respond to as iitia as I mg. No more tan 25 mg should be given over a period of at least 
2 mimm. Wait.an additional 2 or more minutss ta i-u& evafuata the sedative effaa If tirtiw titrarion is 
oeemsaw, cuntlnUe to trtmta, using small increments, to the appropriate level of sedation. Wait an additional 
2 or more minutes after oath increment to fully evaluate the sedative effeci A total dare greater tian 5 rag is 
not usually necesamyto reach the desired endpoint. . 

if narcotic oremedication or other CNS depressants ara used. patients wiil require approximately 20% less 
midaxotam than unpremedicatad patiema~ 

2 Patiknrs Age 6R DI Older, and Debilitated ar CtrrDnically ill Padims Sacsuse Uw danger of hypovemilati’on. 
airway obstructicn. or apnea is greater in elderly patients and those witb chronic disease states or decreased 
pulmonary rasa~e, and because the Peak effect may taka longer in these patients, increments should be 
smaller and the rata of in&don slower. 

Titrate slowly tn the desired effec:. e.g., the iaitlatipn of slurred speech. Same patients may raspand m as kttle 
as 1 mg. NC more than 1.5 rag shauld be given over a perind of no less than 2 minutas. Wait an addiionai 2 or 
more minutes to fully evaluate the sedativa effec?. If additional thratfan is necessary, it shouid be given at a 
rata of no morethan 7 mg over B petiod oi2 mirmtes, waiting an addhional2 or mare minutes aach time to fully 
evahate dm sadative effect. Totdl doses greater tian 3.5 mg are not usually necessary. 

If concomitant CNS depressant premeditations are used in these patients, they will require at least CO% less 
mrdazolam than heaithy young uopremedicated patients. 

P Mtinfenance 00s~: Adtiional dusas to ma&in the desired &w4 of sedatian may ha given in increments of 
25% ai the dose used to first reach the sedative endpoint hut again only by F&W fitradaa. especially in the 
elderly and chronically ill or debiiitated patient These addhional doses should be given only after a thorough 
c!inical cvaluatian c!early indicates the need for additional sedation. 

lndividuai reapnnsa to ihe drug is variable. particularly when a narcotic premeditation is not used The dosage 
should be dtrated to the desired effect according to the patient’s age and clinical status. 

When midazalam is used before ather intravenous agents for induction ai anesdtesia. the initial dose of each 
agent may be signilicandy reduced, at times to as low as 25% of the usual iaidal dose of the individual aaents. 

Unpramedicated Patian& In the absence of premedicstian. an average adult under the age of B ye& will 
ilsuaUy require an initial dose af flS to 8.35 ins/kg for inductian, administered over 2Oto 30 seconds and allawing 
2 minues far &CL If needed to complete induction, inczrrtents of approximately 25% of the pa&&s initial 
doss may be tised: inducnoo may instead he comoleted with inhafational anesthetics, In raaistant cases, up to 
0.6 mglkg total dose may be used for induction. but such larger-doses may prolong recovery. 

Unpfamedicated patients averthe age of 55 years w&y require (ass midazalam far indutian: an initial dase oi 
03 mgfkg is recommended. Unpremeditated pat&a@ with severe systemic dlseasa ar othar debiiitatian usually 
require less midazolam for inducdon. An initial doss of a2 to 025 mg/kq will usually suifica: in some cases, as 
iitde as al5 mg/kg may suffice 

Premedicaed PahxhVhan ?ns parienr has received sedative or narcotic premedlcation. patdcularly narcotic 
memedicadon. Ihe range of recommended dasas eO.15, to 0.35 mg/kg. 

In average ad&s helow the age of 55 years, a dose of 025 mg/kg. adminiaterad over 20 to 30 seconds and 
allowing tminutaa for effect, wiA uaualiy suffice. 

The initial dose of 02 mgjkq is r.ecommended for good riisk (ASA I Ill) surgical patients over the age of55 years. 

181 same patieots witi severe systemic disease or debiliia~. as lit& as O.iSmg/kg may suftick 

Narcotic premeaicatian irequentfy used during cfinical tziais included fentanyl(15 ro 2 mcg/lrg IV,,adminiso?red 
S minutes before induction). memhiae (dosage individualized, up ta 0.15 mg/Xg IMI. and mepandina {dosage 
individuaIized, up to I mg/kg IMI. Sedative gramedicationswere hydroayzhe pamoaia (WOmg orally1 and sodium 
secnharbiral1200 mg ora!Jy). Fxcept for intravenous fentanyf, administered 5 minotas before induction. all other 
premeditations should be administered approximately 1 hour pnor to the time anticipated for midazalam 
inductInn. 

lmxementsl iniections of appmximately 25% of the induction daase shmdd be given in response to sisns of 
lightening of anesthesia and repeated as necessary. 



_......._- -..-... . : 
.-__.-.I , 

..- _--.. ., 

. . . 

t 

CONTINUDUS lNNSlON -. 

For cmsinpau~ infusion. midaznt~ 
hydmchlonde 3 mWnufn~raadadan IS 

U.&A@ UosF!f a !oadiny dose b nsceaa?tyta rapidly in&a s&&n. O.Ql to 11.05 mg/kg (approaimately (1.5 

recommanded tn a 
to4ingmr aqptcai aauk! ;nay be gwen+wy orm$sed over se-i minutes. This dusamay he repeated at 18 

concentratio? of 0.5 mgImL with 89% 
ta 15 maute mtenrak untii adequata saaabon IS acbavsd. For mamtanance of sedation, :he usuai initial infusion 

sodium chiorlde ar % dextmse in 
rate h 0.02 to 0.1 mg/kg/hr I1 to 7 mpjhrj. Higher loading or maintenance infusina rates may ozxasimudly be 
required ht smns patients The lowastrecommended doses should be usedim pdti&ts wirh residual effecnfrnm 

water. aflesdrtic drugs. or in those concurremfy receiving other sedamms or apitids. 

lndiiidual response to midazDiam isvariable. ;Xe infusion rate should ha titrated to the damred lwel of sedation. 
takbtg into account tie patient’s age. :lhdcal status and currant medications !n genera!. midazokim shouid ba 
infesed at the lowest iate that produces the desired !evai of sedation. Assessmenr of s&tion rhouid be . 

performed at regular intawais and the midazokne infosion rate adjusted up or down by 2% to SQ% of the initiai 
infusion rate so as fo assure adequate tit&an of sedation level. larger adiusfmenrs or wan a smail incremeotal 
dose may be nwessaryt rapid changes in the Ieve! of sedation are indicated. !n addition, the iefusion rata should 
be decreased hy 10% to 2S% every few hours to find tie minimum affecdve infusion rate. finding the minimum 
effacdve infusion raie decreases the potential accumulation of midamlam and provides for the most rapid 
recoveryanca the infusion is terminated. PatiMtswho exhibit aqttation. hypertension, ortachycardii in rasp~nsa 
ta ncxious stimulation. butwho are odwwise adequately sedated. may benefitfrom concurrent administration af 
an opioid analgene. Addiion of an opioid will generally reduce the minimum sffectiva midaroiam hydrachloride 
infusian rat& 

PEDIATRIC PPTlENTs UNLIKE ADULT PATIENTS, PEDIATRIC PATIENTS C&RALLY RECENE lNCRE?vIENTS OF ,WlDAZUlAM 
H~AllMLORlOE IIN A MG/KG BASIS. As a group. pediatric patients generally raauire higher dosages of 
mldazolam hydrochloride (mgikg) man do adults. Younger ilw than six years) pedietre patiem may require 
higher dosages (mgkgi than older geoiatric patients, and may require c!use monitoring bee tables beiow). In 

i?EF F(Mk3 
obese PELllAlRlC PATIENTS, tie dose should be calculated based on ideai body weighL ‘When midazulam is 
given in conjunction with opiaids or other seoativas, the potential for respiratory depression, airway obstruction. 
or hypoventilation is increased. Fm appmpdaie patient mmdtoring, see 5axed WARNING. WARNINGS. and 
OOSAIZE AND AQMlNlSTRATIQlU, MONITORING. The health care practiti~er who uses this tisdication in 
pediatric patients should be aware of and follow acceptad professional Quidelinas for pediatric sedation 
appmpriate to rheir situation 

Ressassiueeess 

Responds readily to earns 
spaken in normattone 

OGSERVEA’S ASSESSMENT aF ALEFilNESS~SEDATION (@A/S) 

Assessment Cacagarlas 

$lg& Facial Fxoreaion EY.ss 
normal normai clear, no pmsis 

~moasitn Scare 

5 ialenl 

t * Lethargic response to nam’e mild relaxation 4 
i spoken in normal&me 

mild stowing 
orthickea‘mg 

glazed or miid utosis 
[leas than hatf $e eye) 

Rcspond.5 only after name is 
called loudly and/or repeatedly 

ShWinQ 0; marked relaxarion 
prominent slowing (slack iawi 

glazed and marked pfnsis 3 
(half the eye or morel 

Responds only after mild 
prodding or shaking 

faw rec;z$abzable 7 2 

Daes not respond to mild 
prodding or shaking 

1 (deep’deep) 

FREQUENCY OF OBSERVE& ASSESSMENT OF AL~TNESSISEDARON CDMPOSE SCORES IN ONE STUUY OF CXLDREN UNIIERGOINE 
PROCEZJAES WITH lNTRAVENOUS MIDAZUIAM FOR SEIYATION 

A?;e%e 0 oAA/s Score 

1 [deep sleet) 2 3 4 S ialerd 

1-2 16 
12%) 

>2-5 
12!h 

0 

22 0 

>5-12 
,&r 

34 
yd 

5 0 

>12-17 
ll8%1 

18 h 
FJg”’ 

“F a 
m%l. In%) 

Total If-171 30 
&I r&t 

47 
W%l b&r 

a 

INTRAMUSCULARLY USUAL PEDIATRIC DOSE INBN-NEONATAL) 

I For sedatioolanahiysis/amnesia prior 
to anesrkesia 4r for procedures. 

Sadation after invamuscular midazalam is sge and dose dependent higher doses may result in deeper and mare 

intramuscular midarolam can be used 
prolonged sadadon. Doses of Il.1 to a15 mgikg are usually effestive.and do nofprolanq emergencs from gensml 

to sedate pediatric patientsto iaciliite 
anemhesia. For more anxious patients. doses tip to 0.5 mg& have been used. Although not systemetica~iv 
studied. the total dose usually does not exceeo 10 mg. If midazolam is given with an opioid, tie initial dose of each 

less traumatic inserdon of an mustbereduced. 
intsavenour catieosr for titration of 
additional medication 

:NTRAvENOusLY BY 
INIERMITIENT INJECTION’ USUAL PEDIATAIC DOSE [NON-NEOWAU 

For sedationfanxioiysis/amnesia prior 
a and during prucsdttres or prior to 

It should he recognized Chat the depth of sedation/anxiolysis needed for pediatric patients dapends on the type 
of procedure tn be performed. For example, simple light sedationlanxioiysis in the preoperative period is quite 

anesthesia. difterentfiom tie deep sadatbm and analgesia required for an endoscopic procedure in a child Forthis reason. 
there is a broad range of dosage. For all pediatric patients. regsrdiess of the indicadons for sedationlanxiolysis. 
it is vital to titrate midazolam hydrochloride and other concomitant medications slowly to the desired clinical 
effect.tme initial dose of midazolam should be administered over 2tu 3 minutes. Since midazolam hydmchloride 
is water soluble. ittakes appmximatelythree times longerthan aiazepam to achieve peak EEG effects. therefrrre 
one must wait an addhional2ta 3 minutes ta fully evaluare the sedative effect befare iahiatinq a procedure or 
repeadng a doss. If fwther sedation is necessary. camiuue TV titrate with small iuuemeats utnil Me appmprmte 
level of sedation is achieved. If other medications capable of depressing the CNS are coadministered, tie peak 
Hact ai those cnncmeitati medications n&t be considered and tna da.= of midazoiam adjusted. The 
imponance of drug tibation to effect is vitai tothe sate sedationlanmolysis of the pediatric padeat The total ddsa 
of midazalam wiii depend on patienr respaase. the &q~s and duration of the procedure, as well as the type and 
doss of cnncomkmt medications 

1. Pediamk padems Iessrhan Smsntis of age$mited infomradoa is available in nowintubated pediaDic patien!s 
189s tian 6 months of aga It ia uncertain when the patfanttransfers from neonatal physisioqy to peoistnc 
phyaiolom(,thereforathe dosingrecnmmendationsateuncle.ar.Pediatrie padantslessthan Bmonthsof ageare 
particularly vulneratie to airway obstruction and hypoventilation. therefore titratton with small incrSm8m m 
clinical effea and careful monitoring are essential. 

L Pediami patfsnrs Gmsnrfwa s years of agszinitial dose Q.Q!i to Q.1 ma$kg. A totat dose up to 0.6 &kg may be 
necassa~ tu reach the desired endpoint but usually does not exceed 6 mq. Prolonged sedation and risk of 
hypoventilation may he a.sko+md v&h tie higher doses. 

3. ~Pedfaticpan~nr.s6to ~Zyesnofags:lm?iai dose atrZi m Utimdk4;mrai dose up m Mmg/Rg may be needad 
to reach the desired endpoint hut usually does nut axcsed 10 mg. ProlDngsd sadatim and risk of 
bypmwtiIation may be associated with tie higherdases. 

4. Pediavie patinfa 126116 yeanofagc should be dosed as ad&a. Pmlonged sedadon mav he associated wih 
kiqher doses; same patienta in thii age rangawiil requira higherthan recommended adult doses hut the to@ 
dose usually does nataxceed 10 mg. 

The dose of midazrriam hydrochloride’ must 5e reduced in pmket.s premeditated Wills opioid Or other ssdade 

+ 
agenrs inc!uding midwdam. Higher risk or dsbiiitaa?d patients may require lower doBages whether or not 
aanmmUsnt sedadna medicaf5ms have beat! &ainistered (see WARNINGS. + 
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CONTINUOUS 
INTRAVENOUS INRJSI5N 

For sedanonlanxiotystu’arnnesia in 
criticai cam settings. 

USWLPE5lATRIC OOSEINCN-NEONATAU 

To bdtia:e sedation. an intravenous !oadiiq dose of 0.05 to 02 mg/kQ administered over at least.7 to 3 minutes can 
be used ro establish the desired ctinicrd effect IN ?ATlENlS WHOSE TRACHEA IS INNBAlED. .iMidazalam 
should not be adndnis&red as a rapid intmvenous dose.) This loading dose may he lo~iowed by a continuous 
intravenous infasion 1D maintain the effect. An infusion of midarolam bvdrochiorids injection has been used in 
patients whose trachea was irmdmted but who were allowed to breadia spontaneousiy. Assisted ventilation is 
recommen+d for pediatric padents who are receiving other central nervous sysmm depressant medications 
such as opwi~. Based on phanacukinetic parameters and reported clinical expenence, continuous inhavanoos 
infusions of mroazolam shordd be initiated at a rate ofO.ffi to QlZmy’koJht (1 to 2 mcs/kgjmio). The rata of infusion 
can be increased or decreased igeneraily by ?.!i% of the initial w smmequem infusion rate) as iaquired. or 
supplemental mtmvenous doses of midazoian hydrochloride can be administered to increase or maintain the 
desired e?ect Frequent assesamenf at regular intervals using standard pain/sadation scales is recommendad. 
Drug ebmmatmn may be delayed in patients receiving mythmmvcin and/or other P450-3A4 enzyma inhibitors (sea 
PRECAu”~~S.,Omg latera9on. sectipnland in patiems with liver dvsfuncdon, low cardiaooutput (espaciaity 
plose yumng motmaic suppat!, and m neonares. Hypotension may be observedin patients who are criticarly 
1 pamculariv those receiving opmids and/or when midazolam is rapidly administered. 

V+an initiating an info$on with midazolam in hemodynamicaNy compromised patients, the usual ioading dosi?$ 
.mrdazolam hydrochlonds,should be tibatad in small innemeots and the patient monitored for hemodynamic 
~nstabiiii. e.~.. hypotanvon These patients are also vulnerable to the respiratory depressant affects of 
midazolam and require careful monitoring of respiratory rata and oxygen saturatbm. 

_~~- . . ..-..._. ..- ..-- --- . ..___._ -.__--- .._ ___.._... - __,__ _.___ _ _._ 
USUAL NEONATAL DOSE 

infants, particularlyihose receiving fentanyl andlorwhen miriazolam is administered raoidly. Uue to an increased 
risk of apnea, extreme caetian is advised v&n sedating preteen and former pretatm patients whose trachea is 
not intobated. 

Note: ParmRefai drug products shaltid be inspecrad visually for particulate matter and discoloration prior to administration, whenever solution and 
container permit 

HOW SIJPPUED 

List Numker Container Oa9cription 
Tial Midazolam 

Fill Volume (per cmtaincr} 

Package COnfiQwQkms containing midazolam hydmsdloride equivalent to 5 mg midazolamlml: 

List Nambu Contdaer Description 

@Abbott@ 

ABBOTTLAf3URATORIES, NORTH CHICAGO, IL 611064, USA 
Printed in USA 
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INs7RUcnoNSMSUSE ‘. 
To Use Vial in ADD-Vantage flexible iXiueet Container 
To Open: 
Peel overwrap a~ comer and remove sofuticn cnntainer. S&a opacity of the plastic due to moisture abs‘orption during the 
steriiizadon process may be observed. This is normafand-does not affect the soiution qualii or safety. The opS& will diminish 
gradually. 
To Aesemble Viai and Flexible Oiluent Coeiainerz 
(USQ kqttic Technique1 

1. Remove the protective covers from the tcp of rhe vial and the vial port on the diiuent container as follows. 
a.Ta remove the breakaway vial cop, swing the pull ring over the top of the vial and pull down far enough to start the 

opening (SEE FIGURE 1.1, :hen puil straigkt up to remove the cap. (SEE RGLREZJ NOTEz DC not access vial with syringe. 

- Fig.1 Fig.2 
._. -- _. b. To remove.:he via) port cover. grasp me ta.ben.thepuIl ring, pu!l.up to breakthe tie membrane? $en pull backto rq~e 

the cover. (SEE FIGURE 3.) 
2 Screw the vial into the vial part until itwiil go no further. THE VIAL MUST BE SCREWED IN TIGHTLY TO ASSURE A SEAL 

This accurs approximately l/Z turn (18O’j after the first audible’click [SEE FIGURE 4.) The clicking sound does not assure 
a seal; the vial must be uxned as far as it wiil go. 
NOTE: Clnce vial is seated, do not&temptto remove. (SEE FIGURE 4.1 _’ > 

3. Recheck the vial to assure mat it is tight by trying tn turn it further in the direction of assembly. 
4. Label appropriately. 

Py ?43&&$#03 fig.4 
To m : 

1. Squeeze the bonom of ihe diluenr container gently to inflate the pardon of the container surrounding the end of the drug 
vial. 

2 With the other hand. push the drug vial down into the container telescoping the walls ofthe container. Grasp the inner cap 
of the vial through the walls of Ike container. (SEE FIGURE 5.1 

3. Pult the inner cap from the drug vial. (SEE FIGURE 6.1 Verifythatthe rubber stopper has been pulled out, allowing the drug 
and diluent to mix. % 

4. Mix container contents thoroughly and use within the specified time. 4 

Fig.5 
Preparation for Admiiimation: 

fig. 6 

(Use Aseptic Tedmique) 
1. Confirmthe activation and admixture ofviai contents. 
2. 
3. 

Check for leaks by squeezing containerfinniy. If leaks are found, discard unit as steriFf may be impaired. 
Close flow cantrol ctamp of administration set 

4. 
5. 

Remove cover from outlet port at bottom of container. 
Insert piercing pin of administration set into part with a twisting motion until the pin is firmly seated. NO’tEz See full dire* 
tiuns on administration set carton. 

6. Lift the free end of the hanger loop on the bottom of the vial, breaking the two tie smings. Bend the loop outward to lock it 
in tke upright position, then suspend container from hanger. 

7. Squeeze and release drip chamberto establish proper fluid level in chamber. 
8. Dpen Row control clamp and clear air from set Close clamp. 
9. Attach set to venipuncture davice. If device is not indweiling, prime and make venipuncture. 
IO. Regulate rate of adminjstration with flow control clamp. 

WARNING De net lltc iiexibie centeiqen in she cuaeectiior~. r ‘, 
I 


